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I. OVERVIEW 

A. Abciximrb (BeoPro) is the Fah fragment of the chimeric monoclonal antibody c7E3. It binds 
with high affinity and specificity to the to the platelet glycoprotein (GpIIbIIIa) receptor of human 
platelets aud inhibits platelet aggregation. In animal models of arterial injury, 2 80% blockade of 
platelet GP IIMIla receptors prevented arterial thrombosis. Clinical studies have identified dose 
regimens that achieved and sustained 80% blockade and inhibited platelet aggregation. 

B. Clinical Settings 
P&&s are thought to play a significaut role in the initiation of arterial thrombosis. Initial 
investigations began with the agent in the Setting of percutaneous transluminal coronary angioplasty 
(PTCA). The use of PTCA is an eflbctive means of enlqing the lumen of coronary vessels with 
atherosclerotic narrowing. There is, however, a risk of abrupt closure of the treated artery during or 
soon after the procedure in approximately 10 to 20 % of PICA patients, which may result in 
ischemic cardiac complications, including acute myocardial infarction and death in some patients. 
Abciximah has been developed for use in patients undergoing PTCA y an adjunct to present therapy 
for prevention of these ischemic complications. 

C. EPIC trial results 
Results of the EPIC (Evaluation of c7B3 for the &evention of Cardiac Ischemic Qmplications) 
trial, the pivotal phase III trial upon which approval of c7B3 was based, showed: 

(I) in 2,099 PTCA patients at high risk for abrupt clodof the treated coronary vessel, 
c7B3 reduced the rate of primary events (a composite of ac@ MI, recurmnt ischemia 
requiring urgent intervention, or death) at 30 days from 12.8% to 8.3% compared to placebo 
control. ‘Ihem was not a demonstrable benefit on mortality alone (the number of deaths was 
small, 12 each in the placebo aud the bolus + infusion arms. Patients with unstable angina 
and patients at risk for acute myocardial infarction seemed to benefit the most from the use 
of c7E3 during and after PTCA. 

(2) the frequency of major bleeding events was increased over placebo (10.6% vs 3.3% 
respectively were the non-CABG major bleeding rates in the bolus and infusion and placebo 
arms, respectively). Bleeding was found to be inversely correlated with weight; that is, low- 
weight patients had higher rates of bleeding (p4).001). All treatment groups received 
hepzuin in a standard, non-weight+uljusted regimen, suggesting weight-adjustment of the 
heparin dose might be an important variable. A single dose of c7B3, consisting of a weight- 
adjusted bolus and non-weight~justed infusion, was used in the trial. 

Central issues in the discussions between the agency and thi company duriug the licensing of c7E3 
involved the examination of factors which might reduce bleeding while not compmmising efficacy. 
The company undertook to evaluate the roles of heparin dosage, weight adjustment of the heparin 
and ReoPro doses, and &atures of arttrial sheath 
complications. 

management in development of bleeding 
A pilot trial, the PROLOG trial was compltted; the EPILGG trial was the pivotal 

trial which faowed. 

4 



BL.A # 97-0200 Medical O#cer ‘s Review October IS, 1997 

D. Current Indication and Labelling 
Abciximab (ReoPro) was licensed in December 1994 by the FDA for the adjunctive treatment of 
patients undergoing percutaneous coronary angioplasty (PTCA) who were at high risk for the 
development of abrupt closure of the treated artery and the development of subsequent cardiac 
ischemic complications. The regimen approved was that used in the EPIC trial, a weight adjusted 
bolus dose of 0.25 ug/kg administered 10 to 60 minutes prior to the start of the PTCA, followed by a 
fixed dose constant infusion of 10 ug/min for 12 hours. Abciximab was intended for use with 
concomitant anticoagulation; the regimens recommended were those used in the EPIC trial: aspirin 
325 mg po within 2 hours of the procedure and daily thereafter, and heparin 10,000 to 12,000 tits 
IV bolus prior to and boluses of to 3,000 units during PTCA to a maximum of 20,000 units. Heparin 
was continued for 12 hours following the procedure to maintain an a PIT of 1.5 to 2.5 times 
normal. 

. 

E. Results Of PROLOG Trial 
This Phase II randomized trial of 103 patients evaluated adjustments in heparin dose and early or late 
removal of the femoral arterial sheath along with c7E3, which was given in a weight-adjusted bolus 
and non-weight-adjusted infusion for 12 hours from the start of PTCK as was done in the EPIC trial. 
All patients received c7E3 plus either the “standarddose” or “low-dose” heparin (approx 30% less; 
target PlT lower). The heparin adjustments are identical to those in BPILOG. ‘Early” sheath 
removal refers to removal within 6 hours of the PTCA; “late” removal refers to rumoval 18 hours 
after. 

- 

Results showed a similar primary endpoint rate in the standard and’lowdose heparin groups, of 7.7% 
and 7.8%, respectively, (at 7 days) comparable to that observed in the EPIC trial, 8.3% (at 30 days). 
Only 2 patients had major bleeding complications in the trial, but when a composite of major and 
minor bleeding, hematoma > 5 cm and transfusions was examined, late sheath removal and standard 
dose heparin were associated with more bleeding. 

F. Phase 4 Commitments 
Objectives of the EPILOG trial included the phase 4 commitment to improve the risk to benefit 
comparison of the use of c7E3, and reduction of bleeding complications. Although not a phase 4 
commitment sought by the Agency, the sponsor also hoped to broaden the labeling for c7E3 to 
include patients other than those at high risk of acute ischemic wmplications. They were advised to 
ensure that sufficient high-risk and low-risk patients would be enrolled to provide meaningful results 
for each subgroup by monitoring enrollment in the study. 

Centocor also agreed to evaluate the success of platelet transfusions for patients referred for CABG 
after c7E3 and to evaluate the incidence of intracranial hemonhage and stroke in a larger population 
by optimizing reporting in EPILOG. 

II. EPILOG PROTOCOL 

PROTOCOL TITLE “A Phase III (IV) Randomized, Double-Blind, Placebo-Controlled Trial 
Evaluating 30day and 6-month Clinical Outcome following Percutaneous Coronary Intervention in 
Patients Treated with c7E3 Fab Bolus Plus 12-hour Infusion Given with Either Standard-Dose 
Weight-Adjusted or Low-Dose Weight-Adjusted Heparin” 

. 



BLA # 97-0200 Medical Oficer ‘s Review October 15, 1997 

A. Investigators/Trial Organization and Management 
The study was sponsored by Centocor, inc., and managed jointly by the Cleveland Clinic Foundation 
and Duke University Medical Center. Principal Investigators were Harlan Weisman, M.D., of 
Centocor, Robert califf, M.D., and Eric Topol, M.D., Ch airman of the Cleveland Clinic 
Cardiovascular Coonhnating Center, who along with Robert McCloskey, Centocor VP of Research, 
formed the Executive Committee,which was responsible for appointing a Safety and E&acy 
Monitoring Committee to review interim data, and a Clinical Endpoint Committee to confirm 
cardiac and safety endpoint events,‘and for the final decisions on modifying or texmimuing the trial, 
based on the SEMC recommendation. 

An Operations Committee supervised the conduct of the trial, and included Kate Cabot, MD and 
Harlan Weismau, MD (Centocor), and Drs Topol, Cali.& and A. Michael Lincoff (Cleveland Clinic). 
An investigator committee including principal investigators from all study sites, met with the 
Operations Committee and served to make recommendations to the l$xcutive Committee on trial 
related issues and publications. - . 

B. Objectives 
To evaluate the efficacy and safety of the combination of c7E3 bolus and infusion with either a 
standard-dose or a low-dose weight-adjusted heparin regimen in a broad population of patients (not 
limited to high-risk patients) undergoing percutaneous coronary intervention. ‘Ibe low dose heparin 
arm was included to test whether efficacy with ReoPro could be obtained with a reduced risk of 
bleeding by lessening the degree of heparin anticoagulation. 

C. Trial Design 
A Phase IV double-blind, placebo-controlled, randomized, parallel design trial was planned with 3 
treatment arms, involving approximately 4800 patients at 80 US and Canadian centers. 

D. Drug Administration 
Patients undergoing percutaneous coronary intervention with an FDA-approved device were 
allocated randomly to one of three groups: 

a) c7E3 Fab bolus and infusion plus %tandarddose” heparin (100 U/kg bolus to max 10,000 
units for patients 2 100 kg), then Q 30 mimrte boluses or 10 U/kg/hr infusion adjusted to 
maintain ACT > 300 set) 

b) c7E3 Fab bolus and in&ion plus “low-dose” heparin (70 U/kg bolus to max 7,000 units 
for patients 2 100 kg), then Q 30 minute boluses or 7 U/lcg/hr infusion adjusted to maintain 
ACT>2OOsec) 

c) placebo bolus and infusion plus “standarddose” heparin (as above) 

The bolus and infusion of c7E3 were weight-adjusted (0.25 mg/lcg followed by 0.125 &kg/mm to 
max 10 ug/min for patients 2 80 kg) and was the same for both c7E3 treatment arms. (Reviewer’s 
Comment: 
uglmin). 

The EPIC regimen used the same weight a@sted bolus but ajked dose infision of 10 
Ihe ReoPro infusion was continued for 12 hours; the heparin was to be discontinued 

immediately at the end of the index procedure, but was allowed to be continued (blinded) through the 
12 hour period, and then longer (open-label) if the investigator felt it was indicated. 

6 
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(Reviewer’s Comm&t: Heparin was actually discontimred aJer the index procedure in only 1,458 
patients (53 % of the 2,752 with interventions attempted). The others had heprin continued for 
vav’ng lengths of time, 90% for less than a total of 24 hours. This was balanced across treatment 
arms). 

The study blind was maintained through the use of a ‘heparin coordinator” at each study site who 
monitored the actual heparin dosing and ACT values. These were not known to the site investigators 
or individuals involved in patient care. 

E. Concomitant Medications: 

1. Heparin was recommended to be discontinued immediately upon completion of the index 
procedure but may have been continued longer at investigator discretion; open label heparin was 
allowed if indicated after the 12 hour infusion was complete, to maintain the aPTT at 60 to 85 
seconds #i _ . 

2. Aspirin: 325 mg po within 2 hours prior to the procedure and daily thereafter 

3. Other cardiac medications: as per usual practice (nitrates, beta blockers, ACE inhibitors, etc.) 

4. Arterial sheath removal and vascular access site care: it was recommended that the 
arterial sheath be removed within 4-6 hours of discontinuation of heparin, and in all cases when the 
ACT was < 175 or PTT < 50; it could be left in place longer at investigator discretion 

F. Patient Population 

The trial was intended to enroll “all comers” with coronary artery stenoses 2 60 % who were thought 
to be candidates for a percutaneous coronary procedure, excluding patients with acute coronary 
syndromes; i.e. patients who fit the EPIC inclusion criteria with acute myocardial infarction or 
unstable angina. Patients with and without high-risk morphologic characteristics (as defined in the 
EPIC trial) were included. 

Allowable procedures included balloon angioplasty, ‘bail-out” STENT placement (for Failure of 
balloon procedure), and some types of athenctomy; most patients in the trial were treated with 
balloon angioplasty. Primaty STENT placement was not initially included in the study; there was a 
SPENT substudy added which randomized 123 patients to treatment with either primary STENT 
placement or PTCA, across the 3 treatment arms of the EPILOG study. (See Section VIII of this 
review; the substudy patients are included in the primary analyses of overall efficacy and safety for 
the EPILOG study.) 

1. Inclusion: Patients > 18 years with a target artery stenosis greater than or equal 
to 60 % by visual estimation who are referred for elective or urgent PTCA with an FDA- 
approved device. 

2. Exclusion: Unstable angina or acute MI by EPIC criteria in preceding 24 hours, 
Significant bleeding risks, uncontrolled hypertension, oral antiwagulants, > 50% stenosis 
LAD in absence of patent bypass graft, Rotational atherectomy, Planned Stent 
implantation (amended to include), PTCA in previous 3 months, allergic risk factors. 

7 
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Reviewer’s cornmerit: EPIC included patients with acute unstable angina (n-826) and within 12 
hours of onset of acute M (n = 66) and high risk moqAologic characte&t?cs (n-1206). The benefir 
in prevention of cardiac ischemic complications was greatest in the patients with unstable angina 
and acute M, who were at highest risk for the development of ischemic complicatiolrs. E?VLOG did 
not include either the patients with acute unstable angina or acute MI. 

G. Efficacy Endpoints 

1. Prim There were two co-primary endpoints. 
(a) Death, MI or ~ intervention: 

A composite of any one of the fbll~wing within 30 days: 
l all cause mortality, 
l acute MI or reinfarcsion, 
l seven ischemia leading to urgent rcptat PTCA or CABG (urgent dewed as 

within24kmsofhstepisodeof isckmia;sevexh$cmiadefinedasrest 
pain 2 5 min,~or’~~~ ST-T wave changes, acute pulmonary aicma or 
vcntricular~ or bemw instdility presumed isckmic in 
origin) 

(b) Death, MI or repeat revascularization: 
A composite of any one of the following within 6 months: 

l allcausemortality, 
e : 

. acute MI or rein.fhrction, 
l repeat revascularization (guy PTCA or CABG) 

An overall comparison of the 3 arms using a logmnk test was petixmed at both the 30 day and the 6 
month timepoints. If significant, this was fbllowed by pairwhe compahsons of each RcoPro arm to 
placebo. Success was required on one of these primary endpoints (either the 30 day or the 6 month) 
compared to the placebo axm to demonstrate the efficacy of the treatment. 

Reviewer Comment: The logrank test, a time-to-ewnt anaysis, was prespecified by the sponsor for 
the ptimaty endpoint compatisons.. In the CBER ana&ses, the fisher exact test statistic has also 
been computed on both the 30 aizy and 6 month primate endpoints to coqwre the incidence of 
endpoint events among treatment arms. 

2.L 
(a) 6-month angiographic outcome (an angiogmphit substudy was to be done with 

900 patients) 
(b) Death, ah*)et vessel .rtvasarlarhtion within 6 mont& (any vessel tre~ed 

(c) De* MI, or revascularization for clinically sign&ant myocardhl ischemia 
(unstable ang& xccuent stable angina or a positive fmxhnal test) 
within 6 months (iih&s urgent and rcpwt re~~&&&ns for 
docmmedisckmiawithin7daysofendpointMI) 

(d) Health economic analysis of cost-eBM.iveness of rx 

Reviewer Comment: Anal’is of eficaq by risk subset was prespec$ed in the analytic plan but not 
the protocol. 

8 
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H. Safety Endpoints 
1.w - 

(a) Death and hemorrhagic stroke incidence over the 6 month duration of the trial 

(b) Major bleeding events not associated with CABG during hospitalization or 
witbin 7 days, whichever is earlier (by TIMI study criteria). 

2. Secondary 
Nonhemorrhagic stroke, 
Incidence of major bleeding in c7J3 VS. placebo arms, 
Maximum decrease in Hemoglobin hm baseline, 
Minor bleeding event incidence by TlMI criteria, 
Maximum Hemoglobin decline in patients having CABG during hospitaliz&on, 
Incidence of serious adverse events thought related to bleeding, 
Incidence of bleeding requiring surgical intervention, 
Incidence of major bleeding by age and gender, 
Association of change in Hemoglobin with weight 

6 

Maximum change in platelet count, 
Incidence of thrombocytopenia, 
Incidence and type of tran&sions, 
Incidence of other adverse events. 

Enrollment 
s : 

Patients were stratified for randomization by the presence or absence of high-risk clinical and 
morphological characteristics in the artery to be treated. Any one of the tillowing combinations 
de&&d a patient’s status as high risk: 

Female, age 2 65 years, and stenosis with at least 1 Type B characteristic (Bl), 
Diabetes mellitus and stenosis with at least 1 Type B chamcteristic (Bl) 
Stenosis with 2 or more Type B characteristics (B2), 
Stenosis with 1 or more Type C characteristics, (C) or 
Angioplasty of an infarct-related lesion within 7 days Wowing acute MI 

(documented by C&MB elevation). 

Lesion classification is based on the ACCYAHA classiication scheme. Type A, B and C 
characteristics are based on assessments by angiogxaphy of vessel tortuosity, accessibility of lesion, 
presence or absence of thrombus, calcification, and other criteria (See Appendix 1) 

The protocol specified the expected enrollment of 40% high risk patients and 60% lower risk 
patients by this scheme. At andomization, the lesion assessment was based on the clinical history 
and a general evaluation (see Appendix 2) of whether Type B or C &ractcristics wert present upon 
review of the screening angiogram by the investigator (in some cases, only films fi=om a referring 
cardiologist were rcviewecl). 

After the index procedure was performed, and in some cases after the patient’s hospital dischzuge,a 
detailed description of lesion morphology was completed on the case report form. On the CRF 
details were recorded as to the nature and extent of calcification, prtsencc or absence of thrombus, 
the length and toriuos$y of the vessel segment, and accessibility of the lesion. These details 
provided a more complete assessment of the anatomic fares of the vessels that were treated. 
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Reviewer Comment: The CRF was to have been completed based on the pre-procedure assessment of 
the patient ‘s clinical and lesion morphology characteristics. However, the CRF was completed at 
anytime up to 3 weeks afier the procedure, with knowledge of the outcome of the procedure, and in 
some cases, knowledge of the patient’s subsequent clinical course, and may have been influenced by 
these factors. 

J. Randomization was performed at the Duke University Coordinating Center. A 24-hour 
telephone hotline was used. When a site called to randomize a patient, responses to questions on 
inclusion and exclusion criteria were entered into a computer system that identified kit numbers 
available at the site and the kit to be dispensed. Centocor and participating physicians did not have 
access to the code. All randomization was done centrally, with stmtification by risk status, study site 
and whether or not a patient was participating in the STENT substudy. Certain sites also enrolled 
patients in the Angiographic Substudy; all patients at those sites were enrolled in the substudy. The 
randomization code was created by the Duke University Medical Center Depattment of Clinical 
Epidemiology and Biostatistics. 

K. Blinding Study agent vials were labeled at Centocor, and ship& to Duke. The Duke 
University Core Pharmacy performed blinding, numbering and assembly of treatment kits, and 
assignment of kits to sites. Core Pharmacists had access only to data linking vials numbers to 
treatment assignment and vial numbers to study site, but did not have access to data linking vial 
numbers to patients. Unblinding could only be initiated by an investigator, in case of au emergency, 
for an individual patient, by cutting the label on the vial. The label was then placed in the patient’s 
CRF, and the page forwarded to the data monitoring group to be kept in a locked cabinet until trial 
completion. 

Heparin coordinators were assigned at each study site to maintain the blind to treatment arm 
assignment for members of the investigational team. Only the heparin coordinator at the study site 
knew the ACT and PTT values, and directed the changes in heparin dosage/ administration 
throughout the time of study agent administration. The heparin coordinator was not allowed to 
make study related observations other than recording the ACT measurements or heparin dosage 
adjustments. The CRF pages (15 and 16) with the heparin and ACT data were sequestered until trial 
completion. If blinded hepaxin was continued after the index intervention, the heparin coordinator 
was responsible for starting the aion in the cath lab; later adjustments to the infusion rate were 
made on a volumetric basis by other individuals based on P’IT only without knowledge of the actual 
dose being administered, as only the heparin coordinator knew the concentration. 

HACA data was analyzed at Centocor. A separate recording and tracking system was used for these 
data to maintain the blind. All samples, through 6 months *ere to be shipped and run at the same 
time. 

In some cases, open label use of commercial ReoPro was allowed at investigator discretion. In such 
cases, if prior to completion of study.agent infusion, the investigator was to unblind the study agent 
to determine if a ReoPro bolus was needed, and note the date and time of diswntinuation of study 
agent. These data were recorded on a separate CRP page and sequestered until trial completion. 

L. Calendar of Assessments 
The screening history and labs, including CBC, platelet count, PT, P’IT, BUN, and creatinine were to 
be done within 7 days prior to randomization. Within 2 hours prior to randomization, another vital 
signs reading was taken, and CPK, CPK-MB, EKG, Hemoglobin, Hematocrit, BUN and creatinine. 

10 
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Study drug was to be administered within 10 to 60 mimrtes prior to the start of the index procedure. 
Heparin and aspiriit were initiated and continued per protocol. ‘For patients who were pretreated with 
heparin prior to the start of study agenf this non-study heparin was to have been discontinued at 
least 5 minutes prior to the baseline ACT. Prior to each angiogram, the patient received 100 to 300 
ucg of intracoronary nitroglycerine as a vasodilator. 

A scout angiogram was typically performed prior to the procedure, and followed by the procedure 
itself, which took from twenty to sixty minntes (a smaller number of more technically diEcult 
procedures were prolonged to up to ninety minutes). 

Assessments after the procedure included vital signs q one hour x4, then q 6 hours x 4, timed from 
the bolus of study agent, EKGs on arrival to the ward and daily thereafter while hospitalized, at 30 
days and at 6 months, platelet counts at 30 mimrtes, and at 2,12, and 24 hours after the b&s, then 
daily until day 3. Platelet counts were obtained fbr any at discharge values < 150,000, at 30 days 
and 6 months. Any platelet counts of < 100,000 wen repeated and verified in a titrated tube, and 
counts redetermined at 2 and 4 hours. Verified thrombocytopenia was,$ollowed with daily platelet 
counts until .platelets returned to >IO’O,OOO and within 25 % of the baseline value. For platelet 
counts below 60,000, heparin, aspirin, and study agent were to be discontinued. Transfusion of 
platelets was recommended if the platelet count dropped below 50,000. 

_ 

Hemoglobin and hematocrit were done at 12 hours after the study agent bolus. Other laboratory 
assessments at 36 hours after bolus or prior to discharge included CBC, platelets, PIT, BUN and 
creatinine. For patients discharged more than 60 hours after the bo;lus, the same labs were to be 
repeated at 60 hours. 

During the procedure, ACT was monitored as described elsewhere. The ACT or aFTI’ was to be 
obtained immediately prior to sheath removal, and the sheath was only to be removed when the ACT 
was < 175 or the PTI’ < 50. Patients who’wen to have study heparin continued after the procedure 
were to have a PTT at 6 hours after completion of the procedure for adjustment of the heparin 
infusion. Cardiac enzymes were obtained at 2 hours, then q 6 hours from study agent bolus through 
24 hours, then q 8 hours for 48 hours or until discharge. 

. 

Post procedure angiograms were performed at the conclusion of the index procedure on all patients. 
The patients entered in the Angiographic Substudy were to undergo repeat coronary angiogmphy at 6 
months (184 to 275 days post randomization). The angiography was encouraged to be performed at 
the same institution, and catheter size and procedures specified. 

Human antilchimeric antibody (HACA) responses were evaluated at 7 days or discharge, 30 days, and 
6 months following treatment fbr all patients in the angiographic substudy. 

M. CRF and Field Monitoring 
(1) the Medical Monitor Reviewer was an attending cardiologist at ---- 

-_ his duties included review of 30 day CRFs to identify 
possible adverse or endpoint events and clinical abnormalities or inconsistencies on the CRFs needing 
clarification. 

(2) Field monitoring of CRFs and monitoring of sequestered heparin dosing and ACT data were 
performed by a CRO, the - An independent data management group, - 
------ was responsible for entry and query of the sequestered CRP data. 
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N. Interim Safety and Efficacy Monitoring 
Interim data rev&v was performed by an external Safety and Efficacy Monitoring Committee, which 
was independent of the sponsor. Members included cardiologists 1 

T ? 

i 

The Committee was to perform Interim Analyses after 1500 and 2500 patients had been enrolled. 
The primary endpoint was death or Ml within 30 days, to ensure that the efficacy of the treatment 
was not reduced in the low dose heparin arm, resulting in higher numbers of cardiac events in those 
patients. Efficacy data were only available to the committee at the Interim Analysis, and not for 
continuous efficacy monitoring. Serious adverse events thought reasonably related to study agent 
were also monitored by the SEMC on an on-going basis. 

SEMC recommendations to stop the trial were transmitted initially to Dr. McCloskey and LDr. Califf. 
Dr. McCloskey was to notify the FDA and then inform the full Executive Committee, which was 
responsible for determining whether to accept the recommendations. Written records of all 
communications were to be kept and held in escrow until the end of the trial. 

The Biostatistics Department at the Cleveland Clinic had primary responsibility for interim data 
analyses and presentation to the SEMC. The Statistician was a n&voting member of the SEMC. 
Centocor was responsible for final data analyses after completion of the study. 

0. Endpoint Assessment 
1. A central Clinical Endpoint Committee reviewed CRFs, EKGs and other supporting data or 
clinical tests results (e.g. CT scan, CK values, Hb,.Hct, discharge summaries and operative notes) on 
all patients suspected of having all primary and some secondary 30 day and 6 month cardiac endpoint 
events, deaths, all strokes and major and minor bleeding events. Patients were flagged for CEC 
review with possible endpoint or bleeding events using computer screens. ‘Ihe CEC coordinator or 
one of 5 co-coordinators reviewed all cases that were not flagged for CEC review to determine if au 
endpoint may have occurred; any of concern were then forwarded to the CEC. 

The role of the CEC was to confinn the occurxencc of these events. CEC review was blinded to 
treatment group. Agreement of a minimum of 2 CEC reviewers was nquired to rule in an endpoint 
or event.The CEC at the Cleveland Clinic was composed of 23 cardiologists, 17 noninteiventional 
cardiology fellows, and 6 noninterventional cardiology staffmembers. ‘Ihe CEC at Cleveland Clinic 
reviewed data on all patients from all other enrolliug sites. A supplementary CEC was set up at Duke 
University Medical Center to review patients enrolled at the Cleveland Clinic. 
members were investigators in the trial. 

None of the CEC 

A Cleveland Clinic neurologist, Cathy Sila, MD., reviewed and adjudicated all cases of suspected 
stroke. Dr. Sila was provided with CRF data and copies of contrast CT or MRl scans. 

2. A central EKG Core laboratory xeviewed all EKGs for the presence of Q waves. This blinded 
review identified patients with possible Q wave MI that may have been missed by other screening 
procedures. The CEC was informed of the EKG Cart Lab’s readings on cases it reviewed. EKG’s at 
all timepoints were reviewed: baseline, 7 days or hospital discharge, 30 days, and 6 months. 
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3. ‘Ihe Angiographic Core Lab at the Cleveland Clinic Cardiovascular Coordinating Center 
reviewed all axon&y angiograms for patients enrolled in the Angiographic Substudy. All patients at 
certain sites were enrolled in this substudy; these patients underwent repeat coronary angiograms at 6 
months post randomization. The core lab independently assessed the extent of coronary disease, 
target vessel and lesion morphology, quantitative luminal dimensions, and results of the index 
procedure at the 6 month timepoint. The objective was to assess the effects of Abciximab on 
restenosis. 

Assessment was blinded to tmatment group. Two reviewers were to assess each case, and 
disagreements were to be resolved by the laboratory Medical Director. Some of the members were 
investigators, but they were not allowed to review data on their own patients. A total of 286 
patients was enrolled in this substudy; it was planned for -_ 

P. Planned Statistical Analyses 
1. Interim Analysis A planned Interim Analysis was performed at 1500 patients. The primary 
endpoint for the Interim Analysis was death and MI at 30 days; the primary reason for this interim 
was to be sure that the low dose hcparin arm did not result in a higher ‘fatt of cardiac events (reduced 
efficacy). 

Pairwise comparisons were made between each of the Abciximab arms and the placebo rum. Unequal 
stopping rules were invoked for the interim analysis; a stricter criterion was required to halt the trial 
for efficacy than for safety reasons. The trial was to be stopped for a p=.O25, one-sided if an 
experimental arm had a higher rate of death or MI than placebo, a6d for a p=.OOOS if au 
experimental arm appeared better than placebo. Descriptive statistics were to be used to analyze 
bleeding complications. 

The protocol called for a second interim analysis a\- patients at the discretion of the SEMC, 
however the trial was halted afkr the analysis on the 1500 patients. The analytic plan called for the 
interim analysis primary endpoint of death and MI at 30 days to become the primary endpoint for 
the determination of efficacy at the final analysis, if the study was halted for efficacy at the interim 
analysis. In this event, the 3 part composites specified at 30 days and at 6 months would become 
secondary endpoints. 

2. Final Analysis 
An overall test for any significant difference among treatment arms was performed first at the final 
analysis. This was a generalized logrank test ------- , time from randomization to event 
recorded, patients censored who do not reach endpoints in observation period) and significance was 
required at a one-sided p value of .0287 for any difference among treatment arms. 

If the screening test was significant, then p&vise comparisons were performed of each of the 
ReoRo arms to the placebo arm, also using a logrank test. Significance was required at a p < .05 
(one-sided) on one of the primary efficacy endpoints. Both the 30 day and 6 month primary 
endpoints were analyzed in this way. 
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Q. Amendments to Protocol and Analytic PIan 
An amendment qkifying the planned proportion of high and 10~ risk patients to be enrolled was 
put in place before the trial commenced in February 1995. 
monitoring) were made once the trial was underway. 

Minor protocol changes (laboratory 
A protow for the Angiographic Substudy was 

submitted prior to the enrollment of patients at those sites, shortly after the trial began. The 
protocol for the SENT substudy was put in ply in June, 1995, and the substudy, at 17 sites, began - 
enrolling patients for primary SENT placement in August 1995. . 

R Definitions 
The following definitions were used in the trial, and are provided here to aid the reader in 
understanding the terminology used: 

1. Baseline disease-clinical diagnosis of unstable angina not fulfilling EPIC criteria includes: 
1) angina at rest within the previous month or 
2) new onset exertional angina of less than two months duration or 
3) severt or frequent (2 3 times/day) exertional angina or . 

4) accelerated angina (exertional angina that is more fnquent o’r precipitated by less 
exertion). 

2. Target vessel is any vessel to be treated during the index procedun. 

3. Severe myocardial ischemia requiting urgent repeat interventiqn (the 30&y prim+ endpoint): 
One or mom episodes of rest pain, presumed ischemic in origin and lasting at least 5 minutes, which 
result in either urgent repeat PTCA or CABG surgery. 

a) To be considered urgent the repeat procedure must be initiated within 24 hours of the last 
episode of ischemia. 
b) In the absence of pain, the following were suKcient evidence of ischemia: new ST or T 
wave changes, acute pulmonary edema, or ventricular arrhythmias presumed ischemic in 
origin. 

4. Repeat revasculclrization for clinically significant recurrent myocardial ischemia (the 6 month 
primary endpoint) : 

Includes 1) Any repeat nvascularization procedure (PTCA or CABG) perfomzed for any of the 
following reasons: 

a) Unstable angina, defined as in 1. Above, 
b) Recurrent stable angina, 
c) Positive functional test (E’IT showing 2 i mm horizontal or downsloping ST 
depression at 80 msec after the J point, or Perfusion or metabolic scintigraphy 
showing reversible defect on exercise or pharmacologic stress testing, or ECHO or 
MUGA showing reversible wall motion abnormalities during stress testing) 

2) Repeat revascularixation within 7 days of endpoint MI 
3) Urgent rtvascularization for severe myocardial ischemia 
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III. STUDY POPULATION 

A. Study Dates and Enrollment 
Enrollment ran from February 29, 1995 through December 14, 1995, when the trial was terminated 
for efficacy at the recommendation of the SEMC. 
The trial was discontinued after the 1500 patient interim analysis as the efficacy parameter exceeded 
the prespecified threshold for the ReoPro treated arms; there was evidence of both reduced bleeding 
and of improved efficacy in the ReoPro arm with low dose heparin. At that point the enrollment 
was 2792 and the final analysis was performed. The sponsor notes that the Interim Analysis serves 
as their primary analysis of efficacy and safety, however. 

(Reviewer’s Note: SEMC records have been reviewed; it appears appropn*ate procedure was 
followed.) 

B. Baseline Characteristics 

1. Demographics 
i _ _ 

The study arms were well balanced with respect to age, gender, height and weight and race. 
Approximately 70% of patients in the study wcrc male, with a median age of 60 years. Ninety 
percent were Caucasian, 6% Black, 2% Hispanic and less than 1% each of other races. (see Table 1 
on next page for a listing of baseline patient characteristics in all treatment arms.) 

2. Cardiac History 
. ; 

More than half of the patients enrolled had a history of unstable angina, and 50% had a history of 
MI, 18% had an acute Ml within 7 days. Patients with acute coronary syndromes (acute Ml within 24 
hours or active unstable angina at presentation) wtre excluded, however. (see Table 1). Only 1.6 % 
of patients had a history of congestive heart failure, and 2 % had a history of any type of previous 
cerebrovascular accident (only 3 patients had a prior hemorrhagic stroke). All these were well 
balanced among treatment groups. 

3. Indication for the Index Procedure 
Nearly half the patients enrolled were referred for the index procedure because of unstable angina; 
20% for recent Ml (reviewer’s note: MY? may have been within 7 days but not 24 hours; acute 
unstable angina was also excluded). (See Table 1). A positive functional test was the primary 
indication in one quarter of patients. These percentages were similar across treatment arms. 

4. Type of Intervention 
Most patients enrolled (76.4 %) undeMrent balloon angioplasty only; 20 % of patients underwent 
other percutaneous procedures, including directional atherectomy (144), rotational atherectomy 
(15), Laser (14), TEC athenctomy .(8), and 56 were randomized to coronary STENT placement. 
Another 326 patients underwent bail-out STBNT placement (124, 81 and 121-least in the ReoPro 
Low Dose Heparin arm). STBNT results arc presented separately elsewhere in this report. Three 
percent of the index interventions were urgent procedures. Among other interventions, 
tbrombolytics were used in only 9 patients in the trial. (See table 1 on next page.) 
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Table 1 Selected Baseline Characteri.rti-sl 

5. Risk Classification 
Patients were stratified at randomization by the presence or absence of high-risk clinical and 
morphological characteristics in the artery to be treated. Tht protocol specified a projected 
enrollment of 40% high risk patients and 60% lower risk patients by this scheme. At the time of 
randomization, 64.4% of patients were thought to have high risk characteristics (balanced across 
axms), and only 35.6 % of patients were thought to be lower risk. 

When risk status was assessed using the completed CRFs, over half of the patients determined to be 
lower risk at randomization were shifted to the higher risk category. This shift was balanced across 
treatment groups, and in fact, some patients shifted fiom higher to the lower risk category, but far 
fewer. By the CRF data, then, only 19 % of the patients in the trial were in the lower risk category. 
(See Tables 2a and 2b). 
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Table 2a Patients By Risk Classification 
CI,,,:K:,,~:~.. a,;,~ n.. 
r 

At Time Of Randomization And By Risk Re- 

Low Risk F’atients 

Table 2b shows the total numbers of patients in the trial by risk status assessment at randomization 
and at CRF classification. 

Table 2b High and Low Risk Patients At Randomization and By CRF 

Low Risk at Randomization High Risk at Randomization 
II = 998 11 = 1794 

LowRiskbyCRF 
n = 537 I 

391 
I 

146 
39 % 8% 

High Risk by CRF 598 1620 
n=2218 60 % 90 % 

Unknown by CRF 9 8 28 
n = 37 0.9 % 1.6 % 

The largest change occmnxl in the group categorized as low risk at randomization, shifting to high 
risk by the CRF. The majority of the changes were due to morphologic characteristics of the lesion 
which were categorized differently by the investigator at the time of CRF completion (see table 3a). 
There were 23 of these patients who changed due to clinical history only (diabetes or previous MI 
not recognized at the time of randomization). 

Of those whose status changed due to lesion morphology reclassification, most were changed from Bl 
to B2; these patients were found to have an additional B characteristic in the treated lesion at the 
time of CRF completion (see table 3b ). Changes occurred in all categories, however. 
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Table 3a Numb& of Patients Whose Risk Status Changed from Randomization to CRF 

Table 3b Number of patients by lesion morphologic change 

LOWtOHighRiSk 

Morphologic change 

Bl to B2 

Bl toC 

AtoBl 

AtoB2 

A to C 

Number of paGents (%) 
n = 575 _ . 

356 (61.9 %) 

67 (11.7 %) 

29 ( 5.0 %) 

81 (14.1 %) 

42 ( 7.3 %) 

HightoLewRisk 
Morphologic cbpnge 

Bl toA 

B2 to Bl 

B2toA 

ctof)1 

C to A 

Number of patients (T/o) 
n= 139 

30 ( 20.5 %) 

63 (43.2 %) 

28 ( 19.2 %) 

13 ( 8.9 %) 

5 (3.4 %) 

The most common lesion characteristics causing a change in status appear to have been length, 
eccentricity, accessibility, angulation, and contour (these were also the most common of the 11 
criteria that were rated as B2 or C for all $aticnts). The investigators were to have evaluated the 
screening angiogmms by these same criteria at the time of randomizationas at the time of CRF 
completion, but the individual characteristics were not required to be listed at the time of 
randomization. Only an overall assessment of the risk status based on lesion morphology and clinical 
factors(A, Bl or B2, or C) was made at randomization. The CRFs were usually completed after the 
procedure had been completed, or in some cases, after hospital discharge, up to 3 weeks after the 
procedure. 

Reviewer Comment: The recording of lesion characteristics on the CRF was to have been performed 
based on the pre-procedural assessment. The hindsight of the procedural outcome (or subsequent 
clinical events) may have permitted a more complete assess’ment of the specific lesion characteristics, 
or in fact, a more biased assessment toward higher risk classification. See Appendix 2 and 3, for 
copies of the randomization profile and the CRFpage on which this informat& was recorded. 

Reviewer’s Note: The possibility that bias may have entered into the assessment of risk status at the 
time of randomization has been considered as well. The sponsor has stated that only one letter was 
sent to the investigators encouraging the enrollment of low risk patients. That was afier the interim 
anal’is, and after most of the patients in the study had alreaa’y been enrolled. The spo”sor also 
stated that the percentages of low and high risk patients enrolled did not d#er before and after the 
letter was sent. Copies of correspondence and investigator meeting agendas have confirmed all of 
these statements to be tnre. 
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B. Patient Disposition 
1. Protocol Violations 
A btal of 48 patients (1.7 %) did not meet inclusion criteria. The proportion was similar across all 
3 tmatmem groups (15 in the placebo arm, 17 in the Abciximab Low Dose Heparin arm, and 17 in 
the Abciximab-Standard Dose Hepaxin arm). All patients were included in the primary and secondary 
analyses of results. Most common reasons for violations included a FTCA within the previous 3 
months (10) and Prothrombin Time greater than 1.2 x control (17). others included hypertension 
(6), planned SENT (4), occlusion < 60 % (3), and a scattering of other reasons. 

2. Treatment Received vs Randomized 
The primary statistical analyses were all Intent-to Treat, and included all patients randomized. Of 
the total 2792 patients, 97.6% were actually treated with the study agent as randomized. A total of 
67 patients, (2.4 % overaIl, balanced among arms) did not receive study agent at all. Table 4 presents 
the reasons patients were not treated. Administrative reasons (did not meet enrollment criteria, etc.) 
and the anticipated risk of bleeding were most frequent, followed by patients who did not have a 
target lesion with 2 60 % stenosis and patients who received ahemate’inedical therapy. Four placebo 
patients and 1 ReoPro Low Dose Heparin patient underwent CABG following randomization and 
were not treated. 

rable 4 Reasons Patients Were Not Treated (some patients had more then 1 reason given) 

Placebo 
n-32 

Risk of Bleedin 12 3 4 5 

I Occurru~cc of Bleeding 6 I 4 I 

1 Other AE or Abnormal Lab 1 - 0 1 0 

No target lesion r 60% 7 4 1 2 

Alkmak medical xx 7 3 2 2 

Rotational Athaectomy 4 1 1 2 

PlandsTENT 5 2 0 3 

CABG 5 4 0 1 

Consent Withdmvvn 6 3 1 2 

Administrative 1181 6 I A 

Of the patients receiving study agent, 10.3 % did not receive the full dose (balanced among arms) and 
some of those patients, (a total of 4.6 % in the study) received neither the full dose nor the protocol 
specified rate of administration due to nursing error or miscalculation. The largest number of 
patients are shown in the “Administrative” category in all three treatment arms. Deviations from 
the total dose and from the protocol-specified rate were minor and resulted in only minor deviations 
from the protocol specified time of 12 hours of administration of the infhsion. (See Table 5). 
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Reviewer’s Note: The sponsor was askdfor information on the amount of deviation from the planned dose in the 
cases attributed as ~‘a’odministrative ” by treatment arm. Details were provided on the 32 patients in the Abciximab 
Standard Dose arm and on the 27 patients in the Abckimab Low Dose Hepcuin arm. Nearly all of the deviations 
of rate of administration were minor ( 1-2 cchr, resulting in mhinimation times a bit shorter or longer than the 
proto&-specified X2 hours). Ninety percent of these ptknts received > 90 % of the pkmned dose. The 
remaining patients all received > 73 % of the planned dose, These data appear to have had no signi@zant 
impact on the study results. 

I Total 
I 

P&&O 
lF2725 lF913 I 

ReOPruLoDost 
Xl=915 I 

RCOPID StdDosc 
II=897 

Patients not recehbg full dose1 
I 

280 100 98 
10.3 % I 11.0 % I 9.F% I 10.9 % 

Patients not nxeiving infusion at a 125 
c0lIsrantra@ 

I I 
_ 4.6 % 52% 3.483% 

Risk of Bleeding 8 2 4 2 

Occurrerrx of Bleeding 52 10 16 26 

=mbocytopenia 5 0 1 4 

OtherAEorAbnormalLab 28 8 8 12 

No target lesion 2 60% 8 ! 3 ! 3 ! 2 

Alternate medical rx 13 8 2 3 

Rotational Athcrectomy 4 . 2 1 1 

Planned SENT 29 16 4 9 

Failed PTCA 62 21 22 19 

CABG 28 12 4 12 

1 0 0 1 

Administ&vc I 96 I 37 I 27 I 32 
Study agent was discontiud after treatment was begun - _ _ _ _ __. 

s 
3. Completeness of Follow Up 
The 30 day endpoint assessment requind 2 27 days fbllowup. A total of 84 patients (3 %) in the trial 
had incomplete fbllow up at the time of the 30 day database lock and had not experienced an 
endpoint event. These were evenly distributed across treatment arms. (see Table 6). 

Most cases of missing 30day data (64 of the 84) were due to early follow-up visits. Over half of 
these patients (45) had at least 20 days followup. The reasons for the early followup visits are 
unknown, as they wert not recorded on the CRFs. Seventeen (17) patients of the remaining 20 were 
subsequently located by tbe time of the 6 month database lock, so that all but 3 patients had 
complete 30 day followup at that time. 
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All patients with early 30 day visits had complete 6 month followup. ‘Ihere were only 3 patients who 
were lost to followtip prior to 30 days who were also missing at 6 months. There were 12 patients 
( 0.4 %) who did not have complete 6 month follow up (defined as followup < 165 days and no event 
prior to last followup). 

1 attktimeoftbcdatabaselocksat3Odaysand6months 

(Reviewer’s Note: In response to an information request, the sponsor submitted a reanalysis of the 30 
day primary endpoint results using the 6 month darabase (including the 17patients not included in 
the 30 &y database). lIhe missing data do not have significant imp&l on the resulrs.) 

4. Heparin Administration and ACT Values 
The protocol specified adjustment of the heparin infusion to maintain an ACT during the procedure 
of greater than 200 seconds, and of greater than 300 seconds in the standard dose hqa& and the 
placebo arms. There was a difference of 46 seconds on median ACT values between the placebo and 
the Abciximab-low dose heparin arms, and a diffkmnce of 78 seconds between the Abckimab-low 
dose heparin and the Abciximab-standard dose heparin arms; the protocol appears to have been 
followed with regard to heparin dosing. The ACT values were a little higher in the Abciximab- 
standard dose hepaxin patients than in the placebo arm, which used heparin in the standard doses 
alone. In Table 7, “predevice” refers to after the bolus and infusion of study drug and just prior to 
use of the balloon or other device during the procedure. 

The maximum ACT shows a similar difference, as well, in ie median values and in the interquartile 
range, indicating that there were many in the ReoPro Standard Dose Heparin arm who had maximum 
ACTS above 400. All ACT values for the Rcopro low Dose Heparin arm were most often below 300 
seconds, as the protocol had specified. 

Reviewer Comment: The ACT values in the Abciximab-standard dose hepcrrin arm were consistently 
a bit higher than those in the placebo-Stan&d dose heparin arm, suggesting the higher ACT was 
more easily achieved in the presence of Abciximab. 
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5. Study Treatment Unbiinding 
Unblinding occurred in 167 patients total in the trial (6 %); a bit more often in the placebo arm than 
in either ReoPro arm. Most of these involved unblinding of ACT values only. 

Any Unhlindin8 

HeparinUnblincliq 

Study Agent Unhlinding 

Placebo 
xl=939 

75 

9 

15 

Rec+LoHep 
n=935 

40 

6 

3 

Reo+ StdHep 
n=918 

52 

10 

13 

Note: scme patients may be listed more than OIYX 

Unblinding of study agent occurred in a total of 31 patients (1.1 %) iqthe trial, fewer in the ReoPro 
Lo Dose arm, but all numbers are small. Heparin was unblinded in 25 patients total. ACT was 
rmblinded in 150 patients. Of the 150 patients who had ACT unblinded, only 28 also had study agent 
or study heparin unblinded. The most common reason for unblinding was the necessity for 
understanding the coagulation status of a patient to undergo CABG, followed by STENT placement, 
pa&ularly in the Placebo and Reo Std Dose arms (there were mom patients going to CABG and 
receiving STSNTS in these arms). There were 2 patients unblind# because of hemorrhagic stroke 
(one in each of the ReoPro arms) and 1 pericaniial tamponade (in the Reo Std Dose arm). 

6. Patients Who Did Not Have Index Intervention 
A small number of patients enrolled did not have the index intervention performed (see Table 9) 
Lack of a significant lesion with > 60% stenosis was the most common reason, followed by CABG or 
alternate medical therapy and administrativi reasons. One patient in each of the ReoPro arms did 
not have the procedure because of bleeding. 

I 

! 16 ! 12 I 12 
No Sian&ant Lesion I 7 ! 4 ! 4 

G or Other Medical N 7 3 4 . 
Bleeding 0 1 1 

2 4 4 

7. Sites 
Of -. sites planned, 69 sites actually enrolled patients. There were 58 US sites, accounting for 2,681 
patients, and 11 Canadian sites, accounting for the remaining 111 patients. A total of 18 sites 
enrolled more than 50 patients; of these, only one enrolled more than 200 (201); 5 sites enrolled 
between 123 and 176 patients, 12 sites enrolled 50-100 patients and 27 sites enrolled between 20 and 
50 patients. The remaining 22 sites each enrolled between 1 and 18 patients. There were 29 
academic sites enrolling a total of 814 patients and 39 non-academic sites enrolling 1,977 patients. 

. 
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IV. EFFICACY RESULTS - PRESPECIFIED ANALYSES 

October 15, 1997 

A. Primary Endpoints 

&viewer’s note: p&nary prespecifed analyses only included the overall composite rates; rates by 
component are also presented here for contim@ 

1. 30-Day Primary Endpoint composite and by component 
The 30 day primary endpoint was a composite of all cause mortality, myocardial inkction (IvlI), 
and urgent repeat revascukizations for severe myocardial ischemia occurring during the 30 days post 
randomization. The overall test for any significant difference among the three treatment arms had a 
p value of < .OOO 1. Pairwise comparisons showed a significant treatment effect in both the ReoPro 
arms on the composite primary endpoint compared to placebo; the composite endpoint occurred in 
11.7 % of placebo patients and in 5.2 and 5.4 % of ReoPro treated patients, in the Low Dose and 
Standard Dose Heparin arms, respectively. The largest effects of ReoPro over placebo were seen in 
the occurrence of MI’s and of urgent revascularizations. There was no significant difference in 
mortality between the arms, although there were a lower total number”of deaths in the ReoPro 
treated patients. 

Table 10 (see next page) presents the number and percentage of primary endpoint events by 
treatment arm for the composite and by component. 

Figure 1 (see following page) presents the Kaplan Meier curves for the tune to event data on the 
primary composite endpoint. 

c 
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Pat:rntc 2fi nav Ptimnw li’.ntinnintl 

k 
1 : For the log mnk test on the composae, _ _ p&a& wae counted_~nly once by most scvac componart For the analysis by 
componcnf patxnts may have been counted moxc then once. AU events wcm count& pf~tiu~ts who had mart than one _ 
cvcntaelistcdonccforaichcvcnt 
2 
3 

1 sided p values calculated for timet0ecnt analysis using Logrank M. sig < .05, comparison to placebo 
95 % CI as per CBER Biosatistics review 

4 2 sided p value calculated using Fisher’s exact test, per CBER Biosbtistics review 
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Figure 1 Kaplan-Me& Curve For 30 Day Time To Event Data 

- B+StdHeparin --- Abd.xlmab+LowHeparln 

Figure 3 Kaplan-Meicr Event Rates for Death, MI or Urgent RNascularization Through 30 Days in 
Random&xl Patients (individual abciximab amancnt groups are shown). 

. 

2. 6 Month Primary Endpoint composite and by component 
‘Ihe p value for the overall comparison is .015; it was required to be < .0287. Pairwise comparisons 
were then performed on each Abciximah treatment arm compared to placebo. A small advantage 
was seen for the ReoPro treated patients. The difference on this composite endpoint is stat.isticaIIy 
significant by the sponsor’s analysis, but is less so than that seen on the 30 day primary endpoint. 
When the Fisher exact test is used, there is no statistical significance seen between the ReoPro arms 
and the placebo arm on this endpoint. (See table 11). 

MI at 6 months is significantly reduced in the ReoPn, arm?, by both logrank and Fishers methods. 
and there is a trend to reduced deaths though the numbers are small and it does not reach statistical 
significance. 

There was no significant difference in all repeat revascularization procedures among treatment arms 
at the 6 month endpoint. Rates for ail revascularization catch up in the RcoPro arms to placebo rates 
by 6 months. This was due largely to similar rates for nvascularization procedures that were not 
urgent among the treatment arms. There was still a trend toward improved rates of urgent 
revascularizations (see Table 28 in Section VB of this review). 
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‘able 11 C; Mndh Primarv Enhnint Camaasite and bv camannrnt 1 

ror me compos~u, raucn~_ were county oruy once Its 
may have hew counted more thsn once. 

ror me awysls oy componaq pawn 
All events were countad; patients who had more than one wart ere listed once for 

each evd. 
2 95 % CI as per CBER Biostatistics micw 
3 1 sided p values calculated for timd+cv~t analysis using Logrank tess rig < .05, comparison to placebo, per 
sponsor’s analysis 
4 P value, calculated using Fishds exact test, per CBER Biostdstics review 

Reviewer’s Note: The 6 month primary endpoint includes all revascularization procedures, and the 
30 day primary endpoint includes only those that@ the definition of urgent. There is a clear cut 
benefit in urgent revascularizations seen in the ReoPro arms at 6 months, although there is not an 
appreciable difference in total procedures. See Section VB of this review forfirther comment. 

” A..” . . . . . a . . . . . . ..J Il.-r----- ---m-r ----- ---- - _-___ -______ 

?atients Placebo RcoPro + Lo Hep FkoPro + Std Hq 
xl=939 n=935 n-918 

kath,MI,orRcpud n 241 212 203 
~cvascularization % 25.8 % 22.8% 22.3% 

95%CI2 (22.87 - 28.46) ( 20,OO - 25.35 ) (19.43 - 24.80 ) 

pvahle3 
Pvalllc’ 

.034 .020 

.I3 .08 

Death n 16 10 13 
% 1.7 % 1.1 % 1.4% 

95 o/d312 (0.88 - 2.53) (0.41 - 1.72) (0.65 - 2.18) 

p value 3 - . 0.119 + 0.311 
Pvahle’ .32 .71 

kvadarization 
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B. SECONDARY EFFICACY ENDPOINTS 

1. Death, MI or target vessel revascularization within 6 months 
Then was no significant difference in total repeat procedures on the target vessel among treatment 
arms at 6 months. The target vessel is defined as any vessel treated that was treated during the index 
procedure; includes urgent and non-urgent procedures within 6 months followup. 

Table 12 Death, MI or target vessel revascularization within 6 months 

Patients w Placebo ReoPro + Lo Hep ReoPro + std Hep 
events n=939 n=939 xi=918 r-1 n % 18.1 168 % 17.0 157 % 16.2 147 % 

IlD value I I.206 I.117 6 

* Lqrank test sig C .05 

2. Death, MI, or revascularization for clinically significant recurrent myocardial 
ischemia at 6 months 
A significant difference is seen on this endpoint in the ReoPro arxi~s compared to placebo (see Table 
13 below). This endpoint is similar to the primary 3Oday endpoint, although not identical. This 
endpoint includes urgent revascularizations for documented ischemia and repeat revascularization 
procedures after endpoint MI. This endpoint requires documentation of myocardial ischemia, and 
includes largely urgent procedunx, but does not require that the ischemia be severe, as does the 30 day 
primary endpoint. * 

Table 13 Death, MI, or Revascularization for Clinically Significant Recurrent Myocardial 
Ischemia at 6 months 

Reviewer’s Note: An information request was sent to the sponsor regarding the lack of success in 
showing a d@erence in total revascularization procedures at 6 months. The sponsor’s interpretation 
is that the eflects of ReoPro on thrombus formation are significant enough to reduce the urgent 
revascularizations, even out to 6 months, but that the use of the product at the time of PTCA does not 
retard the progressive atherosclerosis in the coronary vessels, nor does tt appear to afleet the 
incidence of restenosis. 
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3. Angiographic Outcome at 6 months 
These data have been submitted separately in a substudy report by the sponsor and are reviewed in 
another document. 

4. Health Economic Analysis and Cost-Effectiveness of Treatment 
This was the subject of another substudy; those data are not being submitted with this application. 

V. 

A. 

1. 

a. 

EFFICACY RESULTS - SECONDARY AND SUBGROUP ANALYSES 

Primary Endpoints 

30 Day Primary Endpoint 
_ _ 6 

Treated Patients 
There was little difference between this analysis and the primary efficacy (Intent to Treat) analysis. 
Only 2.4 % of patients were not treated overall, and the proportion was similar across treatment 
groups. 

b. By Risk Classification 
: 

Risk was assessed twice in this study, at the time of randomization, and Mowing the index procedure 
when the detailed lesion morphology classification was completed. This study sought to extend the 
demonstration of efficacy seen in the EPIC trial to include patients at lower risk for acute cardiac 
ischemic complications following the procedure. Subset analyses by risk classification were not 
explicitly planned in the protocol, however.- The subset analyses show efficacy associated with 
Abciximab in the higher risk subset of patients, whether classified by the at-randomization or the 
CIW assessment. The low-risk subset as identified at randomization shows efficacy of Abciximab. 
The low risk subset as identified by the CRF assessment shows no trends toward efficacy (Table 14). 

There was a small number of patients (25) whose clinical status was recorded incorrectly at 
randomization, and was corrected on the CRFs, resulted in reclassification of those patients by risk 
status. Table 15 (see next page) shows the primary endpoint event rates by the as randomized risk 
status, incorporating the changed risk status of the 25 patients whose status changed for clinical 
reasons. There is no substantial alteration in event rates by treatment arm when these changes are 
incorporated. l 
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Table 14 Primary Endpoint Events At 30 Days By Randomized And By CRF Risk 
I - __~~l_-rt-- IasslxIcauurr 

RANDOMIZED 
CLASSIFICATION 
High Risk Patients 

EVtnts 

% 
p valuet 

Placebo 
n=939 

602 

78 
13 % 

ReoproL0Hcp 
IF935 

602 

a.:1 
< .ool 

ReoPro Std Hep 
IF918 

590 

5.63; 
< .ool 

Low Risk Patients 

Events 
% 

p value’ 

PERCRP 
CLASSIFICATION 

337 333 328 

31 8 16 
9.2 % 2.4 % 4.9 % 
_ . c.001 6 < .ool 

High Risk Patients 748 738 732 

Events 100 39 % 13.4 % 5.3 % .*’ 5.5? 
p value1 < .ool < Jo1 

Low Risk Patients 

Events 
% 

p value* 
A. . SC 

1 p value computed 

176 186 175. 

8 . 3 9 
4.6 % 3.2% 5.1 % 

NS NS 

using Chi SW= ptr CBER Biodatistics Review 

Table 15 Primary 30 Day Endpoint by Randomized Risk Status after patients whose risk 
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e. By Component by Subgroup 

(i) Age, gender and weight 
Men less than 65 years were the largest subgroup in the trial, and substantial reductions in the 
primary 30day endpoint is seen in this group (see Figure 2 below; hazard ratios are shown comparing 
the placebo arm to the combined Abciximab arms). Substantial reductions are also seen in women c 
65 years, but there were fewer patients in this subgroup. For patients over age 65, there is a trend 
toward reduction of events that is of lesser magnitude in women, and is not statistically significant in 
either women or men. Again, there were far fewer patients ti these subgroups. 

The ReoPro bolus and the heparin bolus and infusions were weight-adjusted in this trial. Analysis of 
subgroups by body weight < 75 kg, 75 - 90 kg, and > 90 kg shows a consistent reduction in primary 
endpoint events in all these groups, as is shown in Figure 2. 

Of interest, the largest subgroup in the trial included patients weighing 2 90 kg. The Abciximab 
infusion was not weight adjusted for patients weighing over 80 kg. The improved primary endpoint 
rates in the ReoPro groups were seen consistently across patients weighing 2 80 kg also. 

I 

I 

--em . 

1 

Figu= 2 Hazard Ratios for Primary 30 Day Endpoint by Age, Gender, and Body Weight 

I 
Death, Ml or Urgent Revascula*aticn through 30 Days 

by Body Weight, Age and Gender ,. 

Subgroup HrntdFlauould9~a MMfy Endpoint Event Ratea 

PIU8bo 
P &I 

674 (11.3). 

461 (13.3) 

213 (7.1) 

26f m-9) 

127 (15.1) 

126 (10.3) 

a 

262 (13.6) 

366 (19.4) 

946 ;&l) 

hAd4 

htd4<66pUr 

AmA26sywm 

+ I : i 

-c: I f f 
I I I 

/ T.1 / 

Abdximab 
B fs 

1336 (9.0) 

969 (4.9) 

969 (52) 

249 (6.6) 

.m 
.T . 

510 (56) 2. : 

666 (94 

- (9.0) 
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iii) History of Diabetes and prior Myocardial Infarction 

‘Ihe presence of diabetes and recent myocardial infarctio& in a patient’s history may be factors 
which significantly predict risk of ischemic events. Patients with a history of diabetes mellitus 
comprised 22% of the patients in the study. Primary endpoint rates appear significantly reduced in 
both patients with and without a prior history of diabetes in ReoPro axms compared to placebo. (See 
Figure 3) 

Forty-eight percent of patients in the ‘txial had a history of prior ML Endpoint events are 
consistently reduced in both patients with and without prior hII, and among patients with prior MI, 
whether the MI occumd at any point, 7 days or man prior. Patients with a history of MI within 
the prior 7 days had a somewhat higher event rate in the placebo Amy (14.7 %), but demonstrated 
significant 3a-day endpoint reductions in both ReoPro arms. Patients with MI between 8-30 days 
prior were the smallest subgroup; nonetheless, a trend to reduction of primary endpoints was also 
seen in these patients. (See Figure 3) 

Figure 3 Primary Endpoint at 30 Days By Clinical Risk Factorsi 
- _ 

i 

Death, M] or IJP&I~ Reuascularitation through 30 Days 
by Cardiovascul+.* History and Other Associated Risk Factors 

subgroup Hazard Rat10 and 66% Cl Primary Endpolnt Evonl Rates 
Pluebo 

P L20 
Abdadmob 
D ia 

472 (12.4) 
170 (4.7) 
60 (133) 

242 (10.4) 
467 (11.1) 

224 (12.6) 
715 (114) 

518 (125) 
361 (10.61 

79 (14.0) 
860 (11.6) 
& 

278 (113) 
276 (135) 
346 (11.1) 

~6 (63) 
326 (6.2) 
110 (82) 
462 N-6) 
966 (4.4) 

414 (4.2) 
149 (6.q 

1104 (6.1) 
746 (4.0) 

173 (4.6) 
1660 (5.4) 

675 (4.7) 
529 (4.6) 
611 (6.0) 

figure 3 Hwrd ILvios and the 95% Con6dence IWXWJS (Q) for De* MI or Urgent 
. 

~oaby~~uHinoryyldRisk~~.ThenumbaofpYicnuJnd 

the CVCIU ntcs are slm~~~ on he right side for cxh clinical event according to trmcnt 
group. Hazard ratios cl indicate abciiab is better ad hmrd mios >l indicate that 
plixebo is better. 31 
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d. Type of MI 
Clear trends toward-reduction of all types of MI in the ReoPro treated patients are seen, particularly 
for large non-Q wave MI, which comprised two-thirds of all MI dming the 30 day follow up. The 
number of Q wave Ml is reduced in the RtoPro md arms, but is too small $o reach statistical 
significance jsee Table 16). 

‘able 16 Patients With Endpoint MI During 30 Day Followup 

Plac&o ReoPm Lo Hep ReoPm Std Hep 
n--939 lF935 n=918 

AllMl 
xl 81 34 35 

% 8.6 % 3.6 % 3.8 % 

QWCiVeMl 

k 0.7 7 % 0.4 4 % _ _ r; 0.4 4 % 

Large non Q' 
n 
O/O 

SmaIInonQ 
n 

O/O 

56 19 
5.9 % 2.0 % 2?% 

18 11 : 8 
1.9 % 1.2 % 0.9 % 

I I I 

Includes during (95) and afkr (3, all placebo) index hospitalization 

Reviewer ‘s Comment: The benefit was seen more in large non Q wave Ml in EPILOG, as has been seen in the 
EPIC triaI. Eighty percent of the MS occurring @ring the study period in EPIC were non Q wave: 90+% were 
non Q wave in EP’ILOG. Both Q Wave and NonQ wave MIS were reduced in EPIC with ReoPro treatment. 

e. Cause of Death 
At the 30day assessment the number of deaths was small in all arms. There were mon cardiac 
deaths in the placebo arm than in the ReoPro arms combined. Three deaths were due to ICH, all in 
the ReoPro axms. More were due to definite or observed MI in the placebo patients (see Table 17). 

cardiac 

ReoPm Lo Hep 
-34 

2 

RcoPm Std Hep 
1~918 

2 

lxdmce&ral Hemorhage 0 1 2 

Unknown 2 0 0 

Total I 7 I 3 I 2 
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f. Primary Endpoint by Indication for PTCA 
Consistent results wefi Seen for patients with unstable angina, recent MI (defined as Ml occuxkgbetween24houxs 
and 7 days prior) and for stable angina and other indications (Wudcs chronic stable angina or a positive fuztional 
test as the indication for tbz procedure) on both death and MI and death, MI and urgent rtvaScularization at 30 days. 
Primary endpoint rates were significantly reduced for Abciximab treated patknts compared to placebo inboth 
patients with unstable angina and stable angina or positive functional tests. Results tnndtd favorably for patients 
with recent Ml (see Table 18). 

Altbougb then wexc a modc’stly higher penxntage of patients in tk placebo arm with unstable angina compaxed to 
the pesentage in the Abckmab treated arms (see Table 1, earlier), as the event rates were comparable for patients 
with unstable angina_ recent MI, and stable angina/other indications, this does not tiect the overaU endpoint results. 

PTCA 

ReoPro Std Hep 
n=918 

br 

420 

5.?% 

190 
8 

42% 

308 
20 

4.1 % 

. 

g. Primary Endpoint at 30 days by type of device used 
Most patients were treated with balloon angioplasty only. Event rates wert higher in patients mated with SENT 
and rotational or other athexcctomy, but cons&tent trends were seen in reduction of endpoint rates in the Abckimab 
armscomparedtoplace~. Table19prescntsalistingofNentratesbytypeofdcvictusedinthtindexprocedure. 

RevascularitatiOnS 

ahents with Balloon Only 

Patients with Rotational or Other 
Atl==-Y 57 56 56 
Event5 10 4 4 
% 19.2 % 82 %. . 8.2 % 
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h. Primary Endpoint at 30 Days by Procedural Factors and Lesion Characteristics 
The sponsor has provided an exploratory analysis defining hazard ratios for subgroups of patients by 
certain procedural factors and by complexity of the lesion as designated by the investigators at 
randomization. Clear benefit is demonstrated for patients with one or mon than one segment 
treated, for patients with and without prior PTCA, and for patients with and without thrombus in the 
lesion to be treated. Event rates in the placebo arm are low for patients with Type A lesions, 
particularly Type A de novo lesions, and for patients with only 1 Type B characteristic. For those 
subgroups, there does not appear to be a demonstrable benefit fkom the use of Abciximab in this . . . 

sample. (See Figure 4). 

Death, MI or Urgent Rtvastularization th_rough 30 Days 
by Procedural Factors Influencing Cllnl~l Outcome 

subgroup H8md Rail0 ind 66% Cl 

Lesial CompluiY’ 
AlhsllTypoc 
AIlm~l2Typ.B 

1lyp.B 
fypr A 

Thmmbus’ 
No Thmm8us 

d 
TypoAdrnova 
NoTypoAdrMM 

Pior PTCA 
No Priar PTCA 

1 Segmmt 

>l!hpllOlU 

- 

- 
- 

- 

t 
I 
i 
i 3 

. . 
Abarmrb Boner I Piac&o Bottr 

Prlfwy EndpoiCTt Event Rates 
Plaabo 

0 fs 

162 (142) 
466 (14.6) 

ln (6-q 

66 (63 

102 (20.6) 
B21 (10.7) 

3 
, 73 WI 

8s w.a 

*bownob 
P fs 

240 (12.3) 
663 (11.6) 

701 (10.7) 
= (165) 

6 

327 (8.4) 

662 (4.6) 
630 WI 
100 (4-a 

223 (6.6) 
1606 (6.0) 

146 (4.1) 
1661 (6.3) 

446 (53) 
1383 (62) 

134 (5.1) 

460 WI 

Figure A ?kard ~0s snd tbc 92% C&da= Im& (0 for Dea&. MI or urgent 
. 

Rtv32nJKlzytm by Pro&u-d kto+fh~cin~ clinic;rl outcome, ‘Ihe numba 
of pariems and the event rates arc shown on the right side for each clinical evens 
according to treaanalt pp. Hamd C&X Cl indicate abkimab is bener and 
hazard &OS >I indkuc that placebo is better. *cfWddGc 
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i. Primary Endpbint at 30 days by Study Site 
Results are fairly consistent among sites of large enough size to permit comparison. Table 20a shows 
event rates by whether sites were academic or non-academic medical centers. Of interest is that 
placebo event rates were lower at academic medical centers, while the rates in the Abciximab treated 
patients were similar at both academic and non-academic centers. 

Reviewer Comment: It may be that the academic centers enrolled a higher proportion of patients 
with vev low risk statuqor that ancillary care at the academic sites contributed significantly to lower 
event rates. 

rable 20a Primary Endpoint at 30 days by Academic and Non-Academic Centers 

Deaths, MI, or Urgent Placebo ReClProLoHcp ReoPm Std Hep 
Revascularimtioru 1~938 IF935 n=918 

Academic Centers I! 276 272 266 
Events 24 12 i 15 
% 8.7 % 4.4 % 5.6 % 

Non-Academic Centers n 662 663 652 
Events 85 34 
% 12.8 % 5.2 % 

The proportion of patients designated as high and low risk by the ‘as randomized classification and 
the primary endpoint event rates for each subgroup, by academic and nonacademic sites, are shown 
in Table 20b. The placebo event rate for the patients identified as low risk at the academic centers is 
extremely low, while those identified as low risk at the nonacademic centers have an event rate more 
comparable to the overall rate. s 

Table 2Ob Primary Endpoint by Risk Status at Randomization and by Academic and 
NonAcademic Centers - 
k 
Deaths, MI, or Urgent Placebo 
RN-OM LOW 

RISK 
n=337 

P&C&c 
HIGH RISK 

ReoPmLcHep PeoPmLoHep 
LOW RISK HIGH RISK 

n=601 n = 333 n=602 

PeoProStdBep 
LOW RISK 
n-338 

ReoProstdHq 
HIGH RISK 
n=590 

Academic Centers n 100 176 99 173 93 173 
Events 
% :.O% 

22 1 11 4 11 
12.5 % 1.0% ’ 6.4 % 4.3 % 6.4 % 

‘Non-Academic Chtcxs 237 
n 29 

EVents 12.2 % 
% 

425 234 429 235 
56 7 29 12 
13.2 % 3.0 % 6.8 % 5.1 % 

417 
22 

5.3 % 

The same analysis by CRF risk classification (made retrospectively, after the procedure) is shown in 
Table 21. By this classification, the placebo event rate in the patients identified as low risk is’ 
consistently lower than that for the patients identified as high risk at both academic and 
nonacademic centers. 
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Table 21 Primaq Endpoint by Risk Status per CRF and by Academic and NonAcademic 
Zenters 

Deaths, MI, or Urgent Placebo Placebo ReoPmLo Hep ReoProLoHcp ReoProStdHep 
Revascularizations LOW RISK HIGHRISK LOW RISK HIGH RISK LOW RISK 

n- 176 n = 747 n- 186 n=738 n = 211 
i 

ReoProStdHcp 
HIGH RISK 
n = 700 

Academic Centers n 64 207 69 200 67 
Events 1.: 23 2 2 
% % 11.1 % 2.9 % 

&% 
2.9 % 

Non-Academic 112 540 117 538 118 
Centers n 7 77 4 29 6 

Events 6.3 % 14.3 % 3.4 % 5.4 % 5.1 % 
% 

205 
12 
5.8 % 

527 
28 
5.3 % 

G _ . 

Reviewer Comment: The event rate for low risk patients in the placebo group as identified at 
academic centers by either randomization or CRF appears similar, and substantially lower than the 
overall event rate. The placebo event rate for low risk patients at non-academic centers appears as 
high at randomization as the rate for the high risk patients: it is substantially lower by the CRF 
assessment. If event rates are used as an indicator of risk, then perhaps academic investigators 
predicted risk status more accurately at randomization than did itivestigators at non-academic 
centers. However, the procedural outcome, and in some cases the patients’s clinical course, were 
known at the time of CRF completion, which may have biased that assessment. 

2. 6 Month Primary Endpoint 

a. Deaths by Cause @ 6 months 
There were a total of 39 deaths over the 6 month followup period in the trial. There were 21 

cardiac deaths, distributed evenly (7 each) per arm. 

There were 3 deaths attributed to hemonhagic stroke, none in the placebo arm, 1 in the ReoPro Low 
dose arm and 2 in the Abciximab Standard Dose Heparin arm. In addition, the ReoPro Std Dose arm 
had 1 other vascular death. 

Non-cardiac medical deaths occumd infrequently, 1 per arm. There was one non-cardiac trauma- 
related death, in the placebo arm. mere were 7 “unknown” causes of death in the placebo a.nn; 
patients who died after hospital discharge, for whom the cause of death was undetermined. There 
were a total of 3 unknown causes of death in the Abciximab arms, 1 in the Low Dose and 2 in the 
Standard Dose Heparin arms. 

b. By Risk Classification 
When the 6 month primary endpoint is examined by randomized risk classification, the results are 
variable. There are significantly less events in high risk patients in the ReoAPro Standard Dose 
Heaprin arm, and a trend toward less events in low risk patients in th eReoPro Low Dose Heparin 
arm by this classification (see upper portion of table 22). This endpoint includes any 
revascularization procedures. 
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The benefit seen on the primary 30 day endpoint in Abciximab treated patients is seen to be 
sustained at 6 months in both high and low risk patients, as they were identified at randomization. 
This endpoint includes death, MI, and urgent revascularizations (see lower portion of table 22). 

Table 22 Death, MI, Or Repeat Revascdarization During 6 Month Follow-Up By Risk 

m 
1E 

lassification At Randomization 

)ea& h4l or Repeat 
Levasc&ri&on 

High Risk Patients 
Events 

% 
p value 

Low Risk Patients 
Events 

% 
p value 

Death, MI, or Urgent 
aScularizatj0n 

Placebo FIeoPro Lo Hep ReoPm Std Hep 
IF939 n--935 ~318 

602 602 590 
166 153 132 

27.7 % 25.4 % 22.6 % 
0.43 0.04 

337 333 328 
75 59 71 

22.4 % 17.8 % 
i 

21.7 % 
0.15 0.85 _ 

High Risk Patients 602 602 590 
Events 61 53 

% 
la?% 

10.2 % ” 9.0 % 
p value .002 .0002 

Low Risk Patients 337 333 
Events 40 17 

% 11.9% - 5.1 % 
p value .002 

Swtt rates from KapWMeier/ Logrank test time to event analysis 

328 
23 

7.0 % 
.035 

By the CRF risk classification, there is evidence of benefit in the patients assessed as high risk on 
both the 6 month primary endpoint including all revasculari~on procedures, and the 6 month 
composite including only urgent interventions, but the results for the low risk patients do not show a 
difference (see Table 23). 
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Table 23 Death, MI, Or Repeat Revascularization During 6 Month Follow-Up By CFiF Risk 
Classification 

Death, h4l or Repeat PkiCCbO RcoPro Lo Hep ReoPro Std Hep 
Revasc&riAon xl=939 n-935 n--918 

High Risk Patients 748 738 732 
EVCIUS 207 174 167 

% 27.7 % 23.6% 22.8 % 
p vahle 0.08 0.04 

Low Risk Patients 176 186 175 
EVCnts 31 33 34 

% 17.6 % 17.7 % 19.4 % 
p value 1.0 0.7 

Death, MI, or Urgent 
FttW~Oll .; 

High Risk Patients 748 738 732 
Events 124 63 62 

% 16.6 % 8.5 % 8.5 
p value < .OOOl c .OOOl 

Low Risk Patients 176 186 175 
Events 13 12 .*’ 14 

% 7.4 % 6.5 % 8.0 
p value 0.8 0.8 

1 Event rates from KaplanIMeier/ Logrank test time to event analysis 
2 2 sided P values based on Fisher exact test, per CBER Biostat analysis 

_ 

c. By Type of MI 
Non Q wave h4I were reduced by more thau half in each Abciximab treated arm compared to placebo. 
There was not a significant reduction in Q wave MIS, but the numbers of events were small (Table 
24). 

*Kaplan/h4eiet’ Logrank test; some patients counted in both categories 
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B. Exploratory Analyses on Secondary Endpoints 

1. Death, MI and repeat revascularization at 30 days 
A significant difference in all repeat revascularizations at 30 days (that is the 6 month primary 
endpoint at the 30 day timepoint) was seen in Abckimab treated arms compared to .placebo. These 
trends were also seen in endpoints with target vessel procedures and reseat xevascularizations for 
clinicahy significant ischemk, as shown inTable 25 below. 

. 

Repeat Revascularization 

Target Vessel Revasculaum 

Revasc for Clin Sig Ischemia 

n 
% 

n 
% 

rasculari 

rotal 

277 

236 

Ition Procedures At 30 Days 

Placebo RCQLoHcp* 
(n+39) (IF9351 

129 
13.9 % 

l Logrank test_ all sig @ <OOl +Patients may be Counted in lllort than Ont analysis 

, 

125 
13.4 % 

116 
12.5 % 

74 
8.0 % 

i 61 
6.7% 

60 60 
6.5 % 6.6 % 

Reo Std Dose* 
(n--918) 

2. All revascularizations, urgent and non-urgent and CABG at 6 months 
The ReoPro arms showed a marked decrease in urgent procedures; however, as urgent procedures only 
comprised one-fourth of total revasculakation procedures done over the 6 month period, there was 
no significant difference in total repeat procedures among treatment arms (see table 26). Most 
revascularization procedures were non-urgent. Non-urgent procedures were actually slightly increased 
in the ReoPro Lo Dose arm compared to the placebo arm. 

There is a small trend toward less target vessel revascularizations and revasculari~tion procedures for 
clinically significant ischemia in the Abciximab treated patients at 6 months, but no significant 
difference was seen on these rates among Abcixjmab treated patients compared to placebo treated 
patients (Table 26 also). 

74 
8.2 % 

64 
7.0 % 

Reviewer’s Note: The factors responsible for the “catchingiup” of non-urgent revascuMzation 
rates in the Abciximab treated arms are not clear. The sponsor has suggested this may be due to the 
inability of the Abciximab infision for a 12-hour period to retard the natural progression of the 
underlying atherosclerotic disease in both the treated vessel and other vessels, 
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I ~LISIIC3 v. IL‘, n?s.mYb”*O. ---*-“-- * . “CC”“. LI 6s. ” I.a”LaL,‘J 

Patients w events Total (n=2792) Placebo (n-939) Rco Lo Hcp(~935) 

AllRcpeatRevascularizatiom 
n 523 180 176 
% 19.4 % 19.0 % 

95 % CI 

Reo Std 
Hcp(IF918) 

167 
18.4 % 

p value2 0.354 0.260 
(cxcludcs staged procedures)’ 

urgent RcvasxalahtioIl 
n 
% 

95 % CI 

p value 

Non-Urgent Revascularization 
n 
% 

* pvalue 

124 6.t3% 29 
3.1 % 3.i2% 

(5.11 - 8.31) 6 (1.99 - 4.21) (2.30 - 4.67) _ 

a01 c.001 
(= .ooo4) (= .002 1) 

421 127 ,: 155 139 
13.8 % 16.7 % 15.4 % 

(1134 - 15.71) 

0.037 0.165 

Target vesc1 Revasculakation 
n 472 168 157 147 
% 18.1 % 17.0 % 16.2 % 

p value 

Rcvasc for Clin Signif Ischmia 
n 460 159 
% 17.1 % 

& 

pvalue 

4totalof17p~drueswen:stegcd,9placcbo,5RLnand8RsD 
2 p value from chi square test per CBER Bostat&ics review 

0.206 0.117 

152 149 
16.4 % 16.5 % 

0.2% 0.301 
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Similarly, urgent CA3G rates occurred at markedly lower rates in Abciximab treated patients (see 
Table 27). Non-urgent CABG rates were not different among treatment arms, however. 

Whn Umri PARC Tlnrinu 6 Month Fnllnw-Tlnl 

Reviewer’s Note: Again, this dferential eflect on urgent and non-urgent procedures may be due to 
progression of atherosclerosis despite the eflect on thrombosis in patients treated with Abciximab 
which reduces the number of urgent procedures pe#‘ormed in those patients. 

s 

VI. sAFETYRJmJLTs 

.A. Prespecified Primary Analyses 

The two primary safety endpoints prespecified were: 

1) Death and hemorrhagic stroke incidence over the’6 month duration of the trial, and 

2) Major non CABG associated bleeding rates during hospitalization or within the first 
7 days of hospitalization 

1. Death and hemorrhagic stroke incidence over the 6 month duration of the trial 
There was no significant difference in the incidence of deafh and hemorrhagic stroke between 
treatment axms. A small number of events occurred in each arm. Table 28 shows rates of death and 
hemorrhagic stroke at 6 months and at 30 days in all treatment arms. 
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+ Note: this table only includes hemorrhagic stmke. There wen 2 inuacranial bleeds (one subdural and one both 
subdural and subamchnoid) in patients in the ReoPro + Std Dose Heparin arm occurring at 10 hours and at 8 hours, 
which are not listed here). Additionally, 1 patient in the ReoPm Std Dose arm fgd a hemorrhagic stmke (cerebellar 
lacune) at 18 days, which was not reporiedtmtil after the 30 day database iock. 

2. Major non CABG associated bleeding rates during hospitalization or within the first 
7 days of hospitalization 
Major non CABG bleeding rates were not significantly different in the ReoPro Low Dose Heparin 
arm from placebo, (10 in each arm) but the rate in the ReoPro Sedard Dose Heparin arm was 
almost doubled (17), although not statistically significant (p = 0.18). Minor non CABG bleeding was 
significantly increased in the ReoPro Standard Dose Heparin arm compared to placebo. 

, 
, B. All Other Prespecified Safety Analyses 

1. Bleeding 

a) Major and minor overall (this includes both bleeding associated with and not associated with 
CABG) There was no significant difference in the proportion of major bleeds among arms. There 
was a clear trend to less major bleeding in the ReoPro Low Dose arm compared to placebo, though it 
was not statistically significant. ReoPro with Standard Dose heparin had a few more major bleeds 
than the placebo arm (standard dose heparin alone); this difference was not significant. 

Minor bleeds are significantly increased (doubled) in the ReoPro with-Standard Dose heparin arm, 
however. It should be noted that what is termed “minor” bleeding in this trial actually represents a 
substantial loss of blood. No significant difference appears between minor bleeding in the ReoPro 
Low Dose and placebo arms. The number and proportion of patients with insignificant or no 
bleeding is highest in the ReoPro with Low Dose Heparin arm. 

. 
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I: 
n 
9 

P 

L 

able 29 Maior knd h 

‘atients w events 

hjor or Minor Bleeding 
1 
/o 

Major bleeding 
n 
% 

Minor bleeding 

; 

nsig or No Bleeding 

6 

atients not eval’d 

nor Bleeding Ove 

Placebo 
N-939 

64 
6.8 % 

29 
3.1 % 

35 
3.7 % 

834 (lSd+ 645)# 
88.8 % (20 + 68)# 

~11 (includes CABG related bleeding) 

Reo + Lo Hep Rco + Std Hep 
N = 918 N = 935 

I 

56 100 
6.0 % 10.9 % 

19 32 
2.0 % 3.5 % 

37 68 
4.0 % 7.4 % 

848 (281+ 567)# 78; (288 + 492)# 
90.7 % (30 + 60)# 85.0 % (31 + 53)# 

3’: % 
# Numbers in parens indicate the number and percentages of patients with insignificant + no bleeding)-from CFER 
Biostatistics review 

. 
Reviewer’s Note: In tfle EplC trtaI, of2099 patients, 222 had major bleeds-99 fn the bolus and 
infision group (14 %), 77 in Bolus only, and 46 in placebo (6.6 %). The risk was increased in 
patients 2 65 yrs, weight < 75 kg, acute MI iv/in I2 hrs prior to ETA, prolonged or failed PICA, 
history of GI Bleed Bleeding rates in all arms in the EPILOG trial were remarkably reduced 
compared to those in the EPIC trial, probably owing to the combination offactors that were 
changed in the EPLLOG trial; e.g., the weight adjustment of hepartn and ReoPro dosing, the 
decreased duration of heparin treatment, and the more stringent requirements for access site care, in 
addition to the use of the low dose hepartn in that treatment arm. Heparin weight adjustment, 
duration and dose appear to have been the most important factors. 

(b) By Subgroup 
No significant differences were seen in bleeds by weight or gender or age. See discussion in next 
section of non - CABG associated bleeding by these variable:. 

2. CABG and Non-CABG Bleeding 

(a) Overall 

The major non CABG bleeds in the ReoPro low dose hepti arm were equal in number and 
percentage to those in the placebo arm. As noted under A. above, there were a greater number of 
major non CABG bleeds in the ReoPro Std Dose heparin arm (nearly double the placebo me), but the 
numbers were too small to reach statistical significance. 
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Minor non CABG.bleeds were similar in the ReoPro Low Dose heparin arm to the placebo rate, and 
were significantly increased to mon than double the placebo rate in the ReoPro Standard Dose 
heparin arm. (See Table 30 below) 

Reviewer’s Note: lkploratory analyses revealed a number of patients in all arms who had 
“insignificant” bleeds that did not meet the criteria for a minor or- major bleed). when these are 
added, the percentage of patients with any bleeding increases to 25 % placebo, 35 % ReoPro Lo 
Dose Heparin, and 41 % in the ReoPro Stand&d Dose Heparin arm. (Source: CBER Biostatistics 
Review) 

Table 3 1 presents the bleeding associated with CABG by treatment arm. 
over half of the major bleeding in the trial. 

This bleeding accounted for 

Reviewer’s Note: All patients who had CABG in the ReoPro arms had some form of significant 
bleeding, as did nearly all patients in the placebo arm. 
Stamiard Dose arm had Major bleeds. 

Note that all CABG patients in the ReoPro 
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